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< 57 ) Abstract: o-Anisamidc derivatives which serve as peroxisome prolifcrator-activated receptor (PPAR) agonists, in particular 
, human PPAR agonists, and are efficacious in preventing and/or treating metabolic diseases in which they participate (hyperlipemia, 
© diabetes, etc), acid addition salts thereof and a process for producing the same. Namely, o-anisamide derivatives represented by gen- 
Q cral formula (I), pharmaceuticaJly acceptable salts thereof and hydrates of the same, wherein R represents carboxy, carboxymcthyl, 

CH 2 CHXCOY (wherein X represents mercapto or S(0) B Me wherein n is 0, 1 or 2; an " 



; and Y represents amino or hydroxy). 
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(57) mtH: 

ttrtMfcT'fcS^^^v'-AJfXXSttfcSS* (PPAi) to 

( 1 ) 




[a*, Rli*;w**2/Sx ch,chxcoy(c 

;tXI^^*7hSXtt S(0)nMe (n=0,l Xtt 2)SJIi7^i 

* © x #J ± » 8 $ ft s ffl g rjc jc * cd * id & & a* c n $ cd si m m k §9 
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*m im m 

ft (PPAR) fttc t h PPARfEi&3S£ ttcn?>©M^-rs^Sijfiiffi^. 
K B 3*ft £ * © ftJD^S C ti & CD 'K jg # & t>* IZ Z ft e> © it G % 

"WUtf^i^-AfllBIISttflsMfl: (PPAR) tty^n-r K5S 

ftt-cizmmfrfiznizt s=o©7^ v 7 *-a (ai, /? (x 

Natl. Acad. Sci., 1992, 89. 4653) . PPARa (iSIJKS© B 

fct&ojSS^Bfa^WBCfl'* LTis t) , VHzsmizjs^rMtomifi 
&&>t>ft {Endocrinology, 1995, 137, 354) % £ flfi S © ft §» ^ li 
JSrtBfcC Bllt Safe? (0"J;il£:^>;u CoA£fiS»f&, J!iJK8*£ 

H&g©tt»tcB«-r S7^? 'J X 9 Vrtt (AK AIK CI 1 1 ) ae^© 
*3l*jE-*>A£IM»U"r^a. PPARr ttffiffilBiacjif&aUT 
^TBlR«l!a®#flsCH# («/. Zip/rf. Bes., 1996, 37, 

907) PPAR (D&T 1 V 7 r - A lift £ t^Tftg 
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Ti3»> («/. CAe*., 1998, 273, 29577) % PPARa © rgte-fb 

m^^-r^T^ -2,4-2; ^ 5 ho^ij^;>^ 

A* PPARr T?* iK PPARr ®<E»tSttfls * * C «|g L 

T*5») ( Endocrinology. ,1996,137,4189, CeiA , 1995, 83, 803 R V 
813) PPARr ©S<4YbhJliilSi£T^mi:©l3JiA s 3i< *«3*vtn 

So 

C® «fc5 PPAR 2: V^4E9H-?®4lie««*-r« £ t r PPAR $ 

PPAR a © U # > K 2: L T PPAR a £*fT & ftfflft * #f £ ibGto t 

(8-HETE) £tf 8-t h-D^i/z^it^y^ivg (8-HEPE) #18 
(Proc. fati. ,4cad. 1997,94.312) « 

W0-97/25042 fSV W0-97/36579 f {pJtifc 

ftfflm 60-51189 -t, #P§BS 61-267580 fSV^S? 1-131169 "t^? 
ti * *&BJHb£&> 2: £ H lc f s i> <D x- $> % . 
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*^aj#?>ii, t h ppar (Dmwttm^mmfflMfDftfc^mtz 
ftmfite'&mizwg u ft §» is ^ ittjgiffis^s^ 

IP*>*S8BJ§l;i:> ( 1 ) 




(i) 



[3*, Rli#;i,** vg, ch 2 chxcoy ( z z 

Z'X&*)\s*7 hSXtt S(0)nMe (n=0,l Xli 2)£, YliT^l 

z © m m ± if § <* ti z> m & # cc * © * in m -e & 5 0 

5$ (1) T-ii£ft3ft;£$!©liS#J±ilFg£tl 
Ztzs *%m\Z&\i (l) ©*R# CH 2 CHXC0Y T-fc-Mb 
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ufc^stcj: vmmtzz. t&x-zzo 
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IP*^ (l-a) T'm$tlZlb£>®)\ts IHtSLfclttt 

UTtt, 0y*«*»<fb* h U * a$©:p;u# U £JB7kK<b&K 
'J -i7A^©r;u* V&mfcWtm, XttK>;s?>, HJx?-;u 
7" ^ >$©W«USS#fctf ^.tiSo Mali: urtt* N-tFD + >> 
'OV J* 'J 7';-*, N-b Kn*'/^^S/>-f ^ 3,4-^b p □ 
-3-b K D*>>-4-# *V-l,2,3-^> h 'J TV vm&lhVf *>ft3 0 

* 'J ■> A$©z;i/* ';&JBftKJfi N XlibUv>, hijxf;i/ 7 ^ 
-20°C-100°C, ft $ U < &0'C~<£ffi.T:nMTZ>Ztifi'CZZ o 

* U •> A*»flS«*iatt*b*5*fl|^T-e*3#,* □ AR{$ffi© Jones 
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r i ifi*/7j'* 3-)i&vm&&s mmitm. m. mmzm^xno 

ffl^*/W<* -< to* * to ± Y 'J S A^fcttzkKft; 

5o o c~?§^is«ss> its, 7 to^-to-fcm 

J-to, x.*S-to$f) CiOIIItSCiltftiSo 

#ST(C«E~329kPa T-iSTC^ ^ ^<*(l-c)i: Ufc&* -f > 
7'JH>>3 XMeerwein Arylation)£fS £ *t MtC NaSMe 
ffl^ftj: fcfcj; &Sfcf tifiT*ZZoW*>.*J ton* > T 
'JM'>3 XMeerwein Arylation)£jfol£, Stc UTff & ixfc 7 X 

yftzfimmm, mz.\z* * ; -;k x* y -^107^3-^ 

ST, &&&ft<DKfb!g-S^ *fl5»-||*©lll-il«[*ft^ffl$* 
SCJitilJtT^^tl^o mizA NaSMe 

t %&®m. mutt** ; ^* ; -tom<D7to?-to®m 

* A«?cD«3ixiiffiK, ii«©s©#ar, mu~i}mmm<Di& 
mzkft'ztofcftmt z z £iz& to >mmzm < z t 
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S 5» X-«S^(l-d)©*X 2 A*7-fe^;u?-;tS©i§£7*y-ft 
(1-c) *-f;i//W> 7" 'J l"f > a XMeerwein Arylation)gjfa £ 

A*T § So SJSIt «itKf h?tHD75>, 

— «S(i-f) ©ft'X 3 AM -f * ^ ;i/ * ;u * - ;u 

r* * 5 i§£# v( i-e)x- m $ ti s it&mi* , -e ft tiffl m$ -r 5 -m ^ 

(l-d)©*X 2 AM f^f*ifiI5(l-e)l?«$ii5§atfli»Sfl! 
^tSft U <=>«;&[] zfC#fl?fS C fctiD Mfet h Z £ tfit 

* o □ a$A«K(nCPBA)«tf<fei7 £ JiSo gjfctt* *4I£ttL 
i££rtM b >> ^on*ji/A N I^Kx^;u3?^ N ^K^T-^®(c 

«fc »> ilts; § So >#(n=2)tt* mrnvmrnit 

«J*ffl^iI»»ac i*f^5tf,7jl/7^ -;Kfc(n=l)£f#fc& x 

T 5 C i:(3ct Stents*;!/* >&#(l-g)f;:# < C AST- # 5 „H 
«-jft^(l-f) X 3 AM 7 h fflai-5-«a 
(l-d)o*X- 2 * J 7'-b^;i/ai-c*Sfti#«j*2fc»ft Uf-fA, 

t)ffli-rs^;u*7-h«:tc#<c:i:As-e#So 
11:^^7 >r -;^^(l-f,n=l)^zme>ns5:«!:St4<^:(i^^^K^b^ 

^JxJi^-lf X(Davis)HH (J.Aa.Chea.Soc., 1992, 114,1428) , 
lcj;oTfcf#sc:i:A*T-§s 0 
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(HJSfll 1 ) 

4-^ h * *>-3-[N-(4- h U 7 ;U;fr □ ^ > j; ;u ;u/^ 4 )V] 




5-*;U ^ ;U-2-p< > **>£m#K 1.00g s Jfifc.* ^ b > 50ml <D® 
«|${Cs h D xf-^T ^ > l.OOmK * o o ^ ;i/ 0.60ml £ fln 

^&T- 1 5 ftmmW 4-h 'j7;^o^f;^>i;ji.7 

S > 1.17g 0*fc 10ml igfcfcJDA.MfcM-c 3^pMM# 

>>K ^*17> : ff|if;i/= 1:1) T-«SSi^ N yif;n-fih 

XT' S K Z'&fzo 
116~117°C 
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TtmftVxm (%) c 17 h u f 3 no 3 

EtWm {%) C, 60.54; H, 4.18; N, 4.15 

mmm (%) c, 60.8O; h, 4.09; n, 4.28 

)V)^yX7K K 500mg lC7t h> 20mK V 3 - > X(Jones)i£IiS 
0. 5ml £;&n;U 2 5 g (z V b - > X ( Jones)t£3S 0.2ml £ 

SDx. 3 5 frmmft Ltzo S^^tTk 100ml *1m7Lt&ib* =f- U > ('J> 
SO/'-fe h >JD;t £) 100mlx2 ffitti Lfco *£8JI £gS*Q:£Jg7k 50ml 

**V-;u = 100: K &|g fc ^ * J -;i/igS ) T**IS!&, ^*-tf-> 
-Tth >T-f5*gJl t §tttl£G&*gfli: bt 270mg?# fc e 

235.5~236.5°C\ Kfi##f«t o/z 353 (M + ) 
TC^^^ffiS (%) C t7 H 14 F 3 N04 
ff-gfit (%) C, 57.79; H, 3.99; N, 3.96 

mmm (%) c, 57.99; h, 3.95; n, 4.01 
(mmm 2) 

4-^ b*>>-3-[N-(4- h 'J 7 to-tuU-h^yv^-hhn*:! x 




&m(D * *)\,-2-* b*is%&wm 2.55g (c ^ 

;u h T X K 50ml N 4-h 'J 7;i/tD^f JH>i/^7^ > 2 . 57g^ 
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7 J 'J >&$/*x^;u 2.66g, h 'J xf;i/7 S > 2.00ml $r^JDx.^^T 

± h U «?A-ClS«Lfco ?§&£Mff©£U » 3* ^ x 
^x-x^-C^ffiffc, Lifi^Ih Lt 4.44g O 5-i/7;^ 
^;U-2-^ h * v-N-(4- b U 7 )l*U / f/K>i;jm>X7 ^ K 

tt£ 124~125°C 
Tum^^ftf (%) C 18 H 15 F3N 2 0 2 

H-^ffl (%) C, 62.07; H, 4.34; N, 8.04 

(%) C, 62.03; H, 4.27; N, 7.99 

^>X7 $ K 484mg tcx* 10aK30XMI»fl:*|R7K 0.6ml;0.1 

lol/l zfc&fl;^ h U «i? A 5ml £UD** 5 0°CT- 1 B#M8I#&, g$ 
30X>fig>fb;*:l&* 0.6mK 0.1 mol/1 Y U * A 5ml fcJn*. 5 

0°CT-3 O^W^Lfco SJ6«**Cat?x »»x^;i/Tffliai N 

7*7 7 >f -( >J ti 7 Jl/s&it* ? \/ y : * 7 S —)]/= 100: 1 ~50:1) 

h 'J 7 )V*U * ^M>y*h>X7 ^ K 318mg £*3fc 0 
ttj^ 192~193°C 
7G*#flftt (%) C 18 H 17 F 3 N 2 0 3 
ff-JItt (%) C, 59.02; H, 4.68; N, 7.65 
Xflftt (%) C, 58.87; H, 4.56; N, 7.63 

^>h>X7 H 700mg J3 x 7 / -;u 21ml, 1 mol/1 Tk&fb^ h U 
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■> ATk&ifc 7ml £flD;i 1 8 ^MSD^ii^ U£ 0 S J5B § 7jc (C ri # N 
ffixf i?| N Mtl*Jg£ 2 mol/1 lit pH 1~2 izffim btz 

nmm^mmi- b u * A^se&Lfc, si^isss u ft & tit 

i&ibt* \s>X-nmfk U fcfi&Hi: lt§S<]i 435mg £ftfc 0 

167~168°C 
Ttm^Wffl (%) C 18 H 16 F 3 N0 4 
ntWm (%) C, 58.86; H, 4.39; N, 3.81 
£80 ft (%) C, 58.72; H, 4.34; N, 3.86 

(mmm 3 ) 




2-;< h *->-5-- h D$,|fi 17. 2g OJStti* f- 1/ > 35ml !K?8ft 
(c^-^-tfu n u k 3501^15^^ ^ K 1 »*;DD;U 

Sit 1 «HB«»Lfco $*S£ttflEB£U 8<*fc$?**-;i/tf;i,A 
7 5 h* 150ml> h y x^^t 7 ^ > 15mh 4- h 'J 7;i/tD^f;K> 
5 > 16. 9g *aoA* Ilf 2 B#IW£# bfc a 
»|xf;^fflffiufc 150mlx3 o W«JB£*, fiSIP^iazK^Ji 
&ft#U fc*»R* MJ * A-eifcj* Lfco ^i^iS@£U ft 
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6 Lfco ^ftfe^Hi: It 2-* h *2/-5-= h d-N-(4- h U 7;i/^ 

0 y ^;u^ > y;H^>X7 5. K 26. 6g £f#fc 0 
lk£ 108~109°C 

^^^^fii (%) C, I H l ,FjH l 0 4 

fH?fit (%) C, 54.24; H, 3.70; N, 7.91 

mmm (%) c, 54.27; h, 3.73; n, 7.98 

;K>>>';i/)^>X7 K 26. 6g tlfmx^;u 270mk IW^^V^ 

htiam 2.6g $iox.fc^, TK^^xggi Us 7kmjs7s%w%Tmuiz 

5-T^ h*^-N-(4-h U 7J^n^fjK>i;;kK>X7 

^ K 24. 5g *»fc 0 
jK^ 115~117°C 
7ui£##rtt (%) C 16 H l5 F 3 N 2 0 2 
W-Utt (%) C, 59.26; H, 4.66; N, 8.64 
MM® (%) C, 58.96; H, 4.57; N, 8.68 
5-r^ y-2-y. h*->-N-(4-h u 7;u^-n^^;i/^>s/*;i/)^>x 

7 ^ F 2.26g ©7* h > 27ml £tf ;< * 7 11ml Ts 
47%JMb**»»« 5.6mK ffi$&^ MJ^A 540mg> 7k 2ml SrSax. 

1 oftmmwbtzo Rfoxuzy* v *t =■ h* 3.oog ^mtl 3 o°c£ 

T-MLfc&s &tt!f§-£3 135mg £'J> ofln*, 1C3 0°CT2 
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(4-h'J7;^D^ f;K>i;jbh>X7 ^ K 1.55g 

8l£ 192~193°C 

Tt^^lfftt (%) C l9 H, 8 BrF 3 N 2 03 

fhSHi (%) C, 49.69; H, 3.95; N, 6.10 

mmm (%) c, 49.65; h, 3.82; n, 6.11 

5-(2-7D€-2-*;i/;u^^xf;i/)-2-> h**>-N-(4-b U 7 ;u 
^•D^jK>i;^)^>X7; h* l.OOg Ci^ J -)l> 60mK NaSMe 

f-;u=l:6) -CfSSIU LTitt^ 865mg £f#fc 0 

152. 5-153. 5°C 
5ui8##ftfl (%) C 2 oH 2l F 3 N 2 03S 
IhfffiS (%) C, 56.33; H, 4.96; N, 6.57 
nmi& (%) C, 56.42; H, 4.97; N, 6.55 

5-[2-* tort* ;t>-2-M f ;i/^;i/7^;i/)if ;i/]-2-^ h 
N-(4- h U 7;i/#n ^ f JK>^f)^>X7 ^ K 




5-[2-#;i/;\*^ ;u-2-(* fj^t)if;i]-2-^ h **>-N-(4- h 
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■J yjut n * f;K>y;i/h>X7 ^ K 639mg Iz t&ib * 9 U > 70mK 
mCPBA 368mg * * * TJn x 3 B# fflmft L fc „ SJfcf* £ fflfnSS*, 

>K Htt;<^U> : ^^y-;i/ = 50:1-20:1) T?»«U 

i: Lt SWtl 486mg £»fc„. 

Mj£ 170~171°C 

TtmftfiT®. (%) C 20 H 21 F 3 N 2 0 4 S 

IUUI (%) C, 54.29; H, 4.78; N, 6.33 

mmm (%) c, 54. 11; h, 4.72; n, 6.40 

5-[2-*;u/^^'r ;i/-2-(^f-;u^;u*^;i/)ji^;i/]-2-^ h *i/-N-(4- 




-N-(4-h 'J 7i^D^f;K>y-^)^>X7 ^ K 274mg (Cfflfl; * f- 
U > lOOmK mCPBA 155mg £SD;L 3 B$RB«# Lfco £ffitt£gfflftW 

*$:Jdx., ^s«5*«*ufc 0 *r&a£ gainst*, ssflj&JiTk-e 

fl^tifci$$*7Ay07 (^^77^- ( i/ * y ;u % i&ib*?- 
b> : ^*y-;b = 50:l~20:l) U Mfe&ili: UTitttf 

201ng £f#£ 0 
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Mjft 219~220°C 
TtmfrVrm (%) C 20 H 21 F 3 N 2 0sS 
ff-gfil (%) C, 52.40; H, 4.62; N, 6.11 
(%) C, 52.24; H, 4.52; N, 6.09 

(mmm e ) 

5-(2-*;i/M*^E )l-2-/ 7 hxf h * ^>-N-(4- h 'J 7 




5-(2-^o ; E-2-*;UA*^ >C ;i/xf-;p)-2-^ h *i/-N-(4-h ] ) 7 )l 
^D^jK>i?;i/)^>X7? K l.OOg C7;i/J>f l^Tsf h 
5 b K □ 7 7 > 80mK f-tfim* U -7 A 368mg 6 B#K£i&8l 

h ^r^-N-(4- h 'J ? )l*U * )V)^>XT I h* 904mg£f3 

MjA 159~161°C 

TcH^flffc (%) C 2 ,H 2I F 3 N 2 0 4 S 

stnm (%) C, 55.50; H, 4.66; M, 6.16 

nmm (%) C, 55.32; H, 4.58; M, 6. 18 

5-(2-7--ir^;u^^--2-*;u/^^ ;i/x^;u)-2-p< h **>-N-(4- h 
'J 7;^D^j^>i;;i/H>X7; K 300mg tz ;nf >gl^T, 
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ISIDT>€-T^^y-;U 30ml ZbnZ. 3 ftngfiftft Lfco»«E* 

£11 i: Lt 195mg © Btt1»£»&o 
IHjA 159~161°C 

(%) C 19 H 19 F 3 N 2 0 3 S 
IHUB (%) C, 55.33; H, 4.64; N, 6.79 

mmm (%) c, 55.08; h, 4.63; n, 6.82 
(mmm 1 ) 

3-[4-^ v *->-3-[N-(4- h u 7 ;u# d p< ?• > ;u ) ^ 
;i/7i-;u]-2- (^^u^*) 7De#>8 




T ^ K 17. 3g OT'-b h > 170ml * -/ -;u 85ml }£${;:*-Jg}* 

sit> m£{b&mm%m 43mu sm^- h^A 4.i5g 

17ml SAD* 1 0#fflJ£#Ufco SJS*C7^ 'J ;i/|JM ;U 26ml * 

an* 3 o°c£T-anffoL£SL KfcfB-a i.04g */j> uroso^, x 

(C 40~50°CT- 1 BSfSan&jttf Lfc. i8«fc«ES*U SI $ tC 25% 

btzo i&ft&m&t LT 2-7o*-3-[4-;* h *2/-3-[N-(4- h U 7 
;u * o ^ ;u ^ > V ;u ) ] ii >v n =e 4 ;u 7 x - ;u ] 7 □ £ * > & ^ )i 
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10. 3g zmtzo 

1 10~ 1 11°C 

Ttmfrtffm (%) c 20 h 19 f 3 no4 

WrMM (%) C, 50.65; H, 4.04; N, 2.95 
(%) C, 50.74; H, 3.86; N, 3.05 
2-7n*-3-[4-;< h*S/-3-[N-(4-h U 7 n * > )] 

Ai^H^7i;;H7DW>8^;n^f;b 2.00g 
lOOmK NaSMe 380mg £ JD * 6 B#f« ao&SM L £ 0 

> : ffiif;i/ = l:l) X-mm U LT 3-[4-p( h 

^^-3-[N-(4-h U 7;U^-Pp(^;u^>i;;u)]^;uy^Y ;l/ ? x - 
^]-2- 7D^>|^;n Xf ; b 1.23g*f»fc. 

K£ 127~128°C 
7G^##ffe (%) C 2 ,H 22 F 3 N0 4 S 
ffgffi (%) C, 57.13; H, 5.02; N, 3.17 

mmm (%) c, 57. 01; h, 4.91; n, 3.19 

3-[4-^ h **>-3-[N-(4- h 'J 7 Jl/*n fri 
* ;i/7i;;H-2-(^;^t)7D tt>i^f^x7f^ 300mg 
{3^^7-;i/ 7mK TkKfb'J^A 33mg©*fc$ 3ml ZMtl IBS 

^£(C*£fln;i, ^x^;u:n-^;i,fifc#Ufco *Jf £ 2 mol/1 it 
Kt? pH1-2(CSIS/ n J/'if/n-f^aitlLfe.lHl^itt 
^ 7k 6ft H ^- h 'J ^t'SdLfc, $1^1E©£ L> niti 
fc«S£^*tf>-7'-fe h >T-n&m UfttfittAfc LT§l$$j 239ing 

3t ffi ft o 
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te& 170— 171°C 

^mfrfitm (%) c 2 oH 20 f 3 no 4 s 

H-M (%) C, 56.20; H, 4.72; N, 3.28 
mwm (%) C, 56.14; H, 4.56; N, 3.20 



(mmm 8 ) 

;i/7 x-;i/]-2- (^f;i/7^7^;i/) 7-d^^>^ (^fifts 




3-[4-^ h *^>-3-[N-(4-h U 7;i/tD^f;^>i;;i/)]A;i//tt 
•Y ;i/7 x -;u]-2-(^ ^^Uf-^-jT-D e * >K 1 .00g K T -b h > 20mk 
sOVfrZfn * K 600mg 'J -7 A 490mg £flQ;l 1 B# 

;K ^*-y-> : yif ;n-r^=5 : 1) till l> ^*-tf>- 
yxf^x-r;K^Sftlf;i, *9U &fi£H i: 3-[4- 
^ h +i/-3-[N-(4- h l J7JI/*D^;b'«>i;;i/)]j3;b/^/f;i/7i 

-;i/]-2- *)\,?-*) ru t^>8^i;^x7>r^ i.i3g £f# 

fee 

M£ 77~79 a C 

7GfH##ffit (%) C 27 H 26 F 3 N0 4 S 
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ff-JHB (%) C, 62.66; H, 5.06; N, 2.71 

mmm (%) c, 62.72; h, 5.06; n, 2.76 

3-[4-^ h -3- [N- (4- h U 7 )\,-*u* ^;u^>^;u)]*;ua^e 
-f ;i/7 ^-;i/]-2-( / tr* >R^>y;ux*=-;n.oog 

<Dm<b* 9- 1/ > 20ml &&tc:*#T^ mCPBA 429mg £*n;i 3 0 7}ffflfl! 

^D7hy?7-f-(J/'J*y ;K*fl5 ^ U > : * * y - ;i/ = 100 : 1 ) 
tfJIMU 8R£?fi#tJ i: L*t 3-[4-^ h*i'-3-[N-(4-h'J7;^ 
o * f;K>i;;i/)]*;i/;^^ ;i/7 x -;i/]-2- f JM^7 j x 
;i/)7*n ^^-^K^O^^x^^^o^t^t 1 U*T-*l£tj9i5nig 

(* 5 A : Inertsil ODS-2, * 7AM : 25°C\ : T-fe h x 

h U ;i/ : U >K(1-M000)=1:1, 7.5ml/miiu Mfe&m. : 240nm) 

S*7i^D?^77^-(^ij * Sft^f v > : ^ * y - 
;i/ = 100:l) -CJIilU ftfirfitt^ HtMtt*(0^>J?^x^ 
x;H* 383mg StFteffitefco^vy^x^T^Hfc 514mg *f#fc 0 

i^«Hx# © ^ > )V x * : 400MHz 1 H-NMR(CDCl 3 )<? :2.55(1 

H,s,SOMe), 3.32(2H,d,J=8Hz,CH 1 CHS),3.79(lH,t,J=8Hz,CH 2 CHS),3.93 
(3H,s,OMe), 4.73(2H,d,J=6Hz,CH 2 N),5.15(lH,d,J=12Hz,OCH 2 Ar),5.2 
2(lH,d,J=12Hz,OCH 2 Ar),6.87(lH,d,J=8.4Hz,ArH),7.26 - 7.34(6H,m,Ar 
H),7.47(2H,d,J=8Hz,ArH),7.60(2H,d,J=8Hz,ArH),8.12(lH ( d,J=2.4Hz,Ar 
H), 8.27(lH,t,J=6Hz,CONH) 

nftM&nmftm C 27 H 27 F3N0 5 S(M+1 ) :H-^C« :534. 1562> aiJ^fiS :534. 
1592 
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fifftttt® * > ^i;f;HC: 400MHz 1 H-NMR(CDCl 3 ) (5 :2.60(lH,s, 

SOMe),3.26(lH,dd,J=10.4,14H2,CH i CHS),3.35(2H,dd,J=4.4,14Hz,CE,C 

HS) ) 3.79(lH,dd,J=4.4 ) 10.4Hz ) CH : CHS),3.93(3H,s ) OMe),4.74(2H,d,J=6 

Hz,CH,N),5.13(2H,s ) OCH 2 Ar) > 6.86(lH,d,J=8.8Hz ) ArH),7.22-7.32(6H, 

m ) ArH),7,47(2H,d,J=8Hz,ArH) ( 7.60(2H,d,J=8Hz,ArH),8.11(lH,d,J=3.2 

Hz,ArH),8.26(lH,t,J=6Hz,CONH) 

S#8¥tSKS##f C, T H,TF 3 M0 8 S(M+l):ff-**:534.1562**«*:534. 
1562 

t Tf9 £ ilfc 3- [4-* h ^ry-3-[N-(4-h ij7i^D^fM 

* > y^x^ f-)V (MM&focDfs t 1 ;!/^) 370mg 

lC7JHf>#*#Han^ x* y 20ml Stf 7. 535^ 7 ^ 7 Aj^ 

*(«iltWffltt)iooig £flD;i, **#^«tftufe«x muTkmxz 

ft)100mg fcflDx. 2 ^fW, >>* * A£S(fifEftffiffl&)100ng « 

an* 1 i$lifl**i*ii7ic*#*£H&Ti«# UK/fi£^|g£tf&o Hi 

JIfcataLTIftSx »«&«E«»Lfco m*>tltzn$*t>7 L>? 
□ T h^7 7-f-(^iJ*yjKlflj^f l/>:Sixf ji/ = 50:l ~ 
m<t* * U > : * * : #8 = 50:1:1) UfcSL ^xf- 

^x-^U-T-fe h >T-S*£H U &£*SH fcLT 3-[4-^c h > 
-3-[N-(4-h 'J 7WD^f;K>y;i/)]i]ii//^^b7iz;H-2- 
^f/^;i/7^x^7Dt;t>i (ffiStttt) 176ng£»& 0 
135~137°C 

Mmm&* o 7^77^ -ttKttK : 99Sde ; 
Inertsil ODS-3, 0 4. 6x250mm, $J£&ft 240nm, 1 .Oml/min,^ 
ttH 7-b h x h ij ;u : ij >g 7 Jc( 1-M000)=45:55 S * 9 AfiJg 
30°C) 
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Ttmftmm (%) c 2 oH 20 f 3 no 5 s 

WrWm (%) C, 54.17; H, 4.55; N, 3.16 

mmm (%) c, 53.94; h, 4. 51 ; n, 3.13 

400MHz 1 H-NMR(d 6 - DMS0)d : 2.66( 1H, s, SOMe ), 3. 05( 1H, dd, J=5 . 5, 1 
4Hz,CH 2 _CHS),10(lH,dd ) J=10,14Hz,CH 2 _CHS) J 3. 85-3. 93(4H,m,CH 2 CH 
S,0Me), 4.57(2H, d,J=6Hz, CH 2 N),7. 10(lH,d, J=8.5Hz,ArH),7.37 
(lH,dd,J=2.4,8.5Hz,ArH),7.54(2H,d,J=8Hz,ArH),7.66(lH,d,J=2.4 

Hz,ArH),7.70(2H,d,J=8Hz,ArH),8.82(lH,t,J=6Hz,C0NH),13.10(lH, 
br s,C0OH) 

m&lZ LXftm. LXm^tltz 3-[4-t b =3r -3-[N-(4- h 'J 7 
d * f ;^>i/;i/)]*;i/A't 4 ;P7ir;i/]-2- ^ )i x )l 7 << - 

#) 480mg &i§7nfi«j(3^^>^;i/^1--5 £ tCi O&feigil t u 
3-[4-* h **>-3-[N-(4- h 'J7;^d^ *)V'<>*J)\')]i])lrt*>( 
;i/7x-;u]-2- (^;m;|/7^z^) 7Dt^->| 
270mg Zmtzo 
SS^ 127~128°C 

^#8?t&ff*##r C 20 H 2l F 3 N0 5 S(M+l):tf»fil:444.l093, 8J£ 
ffl: 444. 1090 

400MHz 1 H-NMR(d 6 - DMS0)<?: 2.68(lH,s,S0Me),3.02(lH,dd,J=10, 13. 

8Hz,CH2CHS),(lH, dd, J=4, 13.8Hz,CH2CHS),3.86-3.91(4H,m,CH 2 CHS, 

OMe), 4.57(2H, d,J=6Hz,CH 2 N),7.11(lH,d, J=8.8Hz,ArH),7.38(lH, 

dd,J=2.4,8.8Hz,ArH),7.54(2H,d,J=8Hz,ArH),7.66(lH,d,J=2.4Hz,A 

rH),7.70(2H,d,J=8Hz,ArH),8.82(lH,t,J=6Hz,C0NH),13.22(lH,br 
s.COOH) 

M%mfc* u-7 h7?7 < -WSliC^ : 98Xde ($J£3M* ; U =7 A 
Inertsil ODS-3, <t> 4.6x250mm> mfcfeM. 240nm v if 1 . Oml/min, ^ 



WO 01/21578 



PCT/JPOO/05950 



23 



30°C) 

(mmms) 



3-[4-* h **>-3-[N-(4- h U 7MD>fM>j;;i,)]A^/;t 
Oifift^ U > 30ml mmtZ&ftT, mCPBA 800mg £iD*, 30 #WJ£ 

^n?K77^-(i/ij *7;K8fb* u ^ y - ;u = 100 : 

1 ~50 : 1 ) T')ltS{, Ife^ffiifC 3-[4-^ h **>-3-[N-(4- h U 

7;i/*D^;K>i?;i/)]A;i/;tt^i/7i^^]-2- 

7 -;i/)7D >K^;ux*^;i, i.22g£ff fcolf 3-[4- 

p< h *^>-3-[N-(4- h 'J 7Jl/*D)(f;K>i;;i/)]3!i;i/;^^ ji/7i 

©ttfb*f-l/ > 20il »«K*fcT* mCPBA 550mg fcfln*, ^fit* 7 

>-»«xf-;i/-cSfSJ| % LT 3-[4-* h**>-3- 

[N-(4- h ^Jl/tD^^KVi;^)]*^/^^ ;U7 x-;i/]-2-( ^ 
f JMjl/^-il/) 7DW>|^;n7f;b 750mg £f#fc<> 



0 



0 
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144~145°C 
Ttm frtirm (%) C 2 ,H 22 F 3 N0 6 S 
tfSCIil (%) C, 53.27; H, 4.68; N, 2.96 

mmm (%) c, 53.12; h, 4.48; n, 3.00 

3-[4-p< h * i/-3-[N-(4- h 'J 7;U;fr □ / ^ ;u ^ y V )l ) } itj ;u A ^ 
j ;i/7 x-;i/]-2- M ^;i/7wu*^;i/) 7d * 
;i/ 300mg * 6ml fcjg^L, l mol/1 ykmihi- h a 7k 
Stt 0.7ml £Jn;i, 50"CT- 1 mMM®m& Ufco Sifcfc £ *IC & g , 
j;if^x-r^?i!6»lfc, *Jf £ 2 mol/1 pH 1 ~ 

It 218«g©i«J*5&»fc. 
Miti 158~159°C 
TtmfrVrm (%) C 20 H 20 F 3 N0 6 S 
ftWm (%) C, 52.29; H, 4.39; N, 3.05 
^SHI (%) C, 52.11; H, 4.20; N, 3.05 

(iSS&#Jl) 

mm. 

lO%(D^m ( M5km Ham's F-12 ««UC T L fe CHO ijffiflatC, »@ 
©«£^a^ GAL4 © DNA &&ttt££ t hS PPARa&tf r © U #> K 

(Biocheaistry, 1993, 32, 5598) i: ©fife£* >;1 7 g 
It5S§»777 ^ h* , GAL4 5 TStt<b^ixs*^;u;i/^7 x 
7--tfL/^-^-7-77^ MPromega tt);&tfrt»1f*fcL"t0$ 
^O^r^<>7i7-if77X; MPromega *t)£ 'J #7 x* h 
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y K >{zxo h ? y 7 7 x 9 i/ a > u tz o -e©^v^^;u^;i/^^ 
v h-(DMSO)iCrg)^ Lfc (DMSO S^itJS 0. 1%) ®.&<b Vftmm 

zi&m btz*%$ mourn z los^t? Ham's ?-\2tsmx-mmbxtBmL, 

2 4 mM'& IZ )]y i/ 7 x v - -If £ l> o & * u fc 



o 



PPARa 



EC so ( xxmol/D 



3 2.1 
7 1.2 

(8S) -HETE 1 . 3 



±m<Dmmfr$, *%w<Dmm% 0-7-77 1 pmmfctt&titz 
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ttfc h PPAE ftmmt It, PPAR #H4f5iSIii]fil!£-$>«K*P!9?0 
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Hfif 5fc CO fjg S3 

1 . -«5£ ( 1 ) 




Rfi*;i/***>£ % *;u#* >> * *-;u|£ % CH 2 CHXC0Y ( c c 
t-Xlipt 7" hSXfct S(0)nMe (n=0,l Xli 2)*, YltT I j £ 

2 . 4-^ h * *>-3-[N-(4- h 'J 7 □ * > 

3 . 4-p< h *^-3-[N-(4- h 'J 7;U^ □ tf-frsO >s )l )]* )V ^ * 
<< ;U7 x ^;nmT-£3if 1 IBI8©Yb^t!o 

4. 5-[2-*;uyt* <f ;u-2-(* ^;u^^)x^;u]-2-^ h**>-N-(4- 
5 . 5-[2-*;ua*^e 4 ;i/-2-(^ f ;m;i/7 w x;u)x^;i/]-2-^< h 

*v-N-(4- h 'J 7/^D^jK>i/jl/)^>X7 5. h* T $> & It # Jg 
1 S2iBtfMb£^o 



WO 01/21578 



PCT/JPOO/05950 



28 

7. 5-[2-*;i/;tf>f;H-(^l/*7h)if;i/]-2^ h*S/-N-(4- 
h >; 7Wd^;k>^H^>X7 * K -5**11*91 1 §3«0<fb 

8 . 3- [4-* h * ^>-3-[N-(4- MJ7 )V* u * J- )\, ^> V )y 

9 . 3-[4-p< h * ^-3-[N-(4- h U 7 )V* U tT-JVOiS ^ 
1 0 . 3-[4-* h *i/-3-[N-(4- h U 7 U * j),^^ V 

1 1 . -ttst ( 1 ) 




(i) 



Rli*;u#*S/|6 N *;u^+$/^^-;us> CH 2 CHXCOY(cc 
tXtt^^7FSXIi S(0)nMe (n=0,l Xli 2)*, Yli7> ;| 
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